This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 



BLACK BORDERS 

TEXT CUT OFF AT TOP, BOTTOM OR SIDES 
FADED TEXT 
ILLEGIBLE TEXT 
SKEWED/SLANTED IMAGES 
COLORED PHOTOS 

BLACK OR VERY BLACK AND WHITE DARK PHOTOS 
GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 




Jy PATENT 
'tfT&TVgr P56902 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
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ING-JUN CHEN 

Serial No.: 10/608,073 Examiner: BERNHARDT, EMILY B. 

Filed: 30 June 2003 Art Unit: 2821 

For: THE KMST ISOEUGENOL DERIVATIVES AND PHARMACEUTICAL ACTIVITY 

PETITION UNDER 37 C.F.R. §1.181 

Mail Stop: Petition 

Commissioner for Patents 
P.O.Box 1450 
Alexandria, VA 22313-1450 

Sir: 

Applicant respectfully petitions from the failure of the Examiner in the first Office action (Paper 
No. 070 12004) mailed on 7 July 2004 to provide proper and complete consideration of all references cited 
in the Information Disclosure Statement (filed on 21 August 2003) and respectfully requests that proper 

and complete consideration of all the references cited in the Information Disclosure Statement be 

i 

provided, and as reasons therefore, states that: 



Folio: P56902 
Date: 7/9/04 
I.D.: REB/sb 

Enclosures: 1) A copy of Information Disclosure Statement and PTO- 1449 filed on 2 1 August 2003 

2) A copy of date-stamped postcard attesting to filing and receipt of Information Disclosure 
Statement filed on 21 August 2003 
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STATEMENT OF FACTS 

1. On 21 August 2003, Applicant's undersigned attorney filed an Information Disclosure 
Statement, listed, discussed and provided complete copies of fifty-seven (57) references, 
including Dunn reference and Girard reference, in the U.S. Patent & Trademark Office 
for the above-referenced patent application. 

2. Upon the filing of the Information Disclosure Statement on 2 1 August 2003, Applicant' s 
undersigned attorney received a date-stamped postcard receipt from the mail room of the 
U.S. Patent & Trademark Office, confirming the filing and receipt of the Information 
Disclosure Statement by the U.S. Patent & Trademark Office. 

3. On 8 July 2004, Applicant's undersigned attorney received the first Office action (Paper 
No. 07012004) mailed on 7 July 2004. In Paper No. 07012004, Dunn reference and 
Girard reference cited in the Information Disclosure Statement filed on 21 August 2003 
were not considered properly and completely by the Examiner stating that "Applicants' 
IDS filed 8/21/03 has been considered except for the Dunn and Girard references which 
are not present in the file which is currently in electronic form ". 
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REMARKS 

The Information Disclosure Statement was timely filed on 2 1 August 2003, together with complete 
copies of fifty-seven (57) references. A copy of the Information Disclosure Statement and PTO- 1 449 filed 
on 2 1 August 2003, and a copy of a date-stamped postcard receipt attesting to the filing and receipt of the 
Information Disclosure Statement by the U.S. Patent & Trademark Office, are enclosed. The 
consideration and entry of the Information Disclosure Statement filed on 21 August 2003 is respectfully 
requested. 

RELIEF REQUESTED 

Applicant respectfully requests the Commissioner to: 

A. Acknowledge entry of all fifty-seven (57) references cited in the Information Disclosure 
Statement filed on 21 August 2003; 

B. Provide the form PTO- 1449 with the Examiner's signature showing proper and complete * 
consideration of all the references cited in the Information Disclosure Statement filed on 
21 August 2003; and 

C. Grant such other and further relief as justice may require. 



-3- 



Respectfully submitted, 



Robert Bushnell, 
Attorney for the Applicant 
Registration No.: 27,774 

1522 "K" Street N.W. Suite 300 
Washington, D.C. 20005-1202 
(202) 408-9040 

Folio: P56902 
Date: 7/9/04 
I.D.: REB/sb 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: 
CHEN-MING HSIAO et al. 




Serial No.: 10/608,073 Examiner: to be assigned 

Filed: 30 June 2003 Art Unit: to be assigned 

For: THE KMST ISOEUGENOL DERIVATIVES AND PHARMACEUTICAL 

ACTIVITY 

INFORMATION DISCLOSURE STATEMENT 

Mail Stop : 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

In accordance with 37 C.F.R. §1.56, and §§1.97 and 1.98 as amended, Applicant cites, 
describes and provides copies of the following art references: 
References 

1 . Altavilla et al. , "The Lazaroid, U- 74389G, inhibits inducible nitric oxide synthase 
activity, reverses vascular failure and protects against endotoxin shock, "European 
Journal of Pharmacology, Vol. 369, pp. 49-55, 1999. 

2. Aubriot et al, "New Series of Aryloxypropanolamines with Both Human fi r 
Adrenoceptor Agonistic Activity and Free Radical Scavenging Properties," 
Bioorganic & Medical Chemistry Letters, Vol. 12, pp.209-212, 2002. 
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3. Dunn et al., Bibliographic record of "The reductions in sweetened milk intake 
induced by interleukin-1 and endotoxin are not prevented by chronic antidepressant 
treatment, " http://www.hint.org.rw/cgi-bin/ovidweb/ovidweb.cgi. 

4. Cohen et al., "Evidence that Blood Pressure Reduction by Serotonin Antagonists is 
Related to Alpha Receptor Blockade in Spontaneously Hypertensive Rats," 
Hypertension Vol. 5, No. 5, pp.676-681, September - October, 1983. 

5. Correa et al., "Central a,- Adrenoceptors Mediate the Pressor Response to 
Intracerebroventricular Injection of Noradrenaline in Unanesthetized Rats," 
■ Neuropharmacology Vol.34, No. 7, pp. 793-798, 1995. 

6. Cxirxoetal., "Interaction Between Alpha Adrenergic and Serotonergic Activation of 
Canine Saphenous Veins ," The Journal of Pharmacology and Experimental 
Therapeutics Vol. 207, pp. 936-949, 1978. 

7. Diaz-Cabialeera/., "Galanin/alpha2 -receptor interactions in central cardiovascular 
control, "Neuropharmacology Vol. 39, pp.1377-1385, 2000. 

8. Dobrucki et al, "Central Hypotensive Action ofClonidine Requires Nitric Oxide , " 
Circulation, Vol. 104, pp. 1884-1886, 16 October 2001. 

9. Duan et al., "Enhancement of Clonidine-Induced Analgesia by Lesions Induced with 
Spinal and Intracerbrovenrticular Administration of 5, 7-Dihydroxytryptamine, " 
Neuropharmacology Vol. 26, No. 4, pp.323-329, 1987. 

10. Duka et al, "Role of the Postsynaptic a 2 -adrenergic receptor subtypes in 
catecholamine-inducedvasoconstriction, " General Pharmacology Vol. 34, pp.101- 
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106,2000. 

Elenkov et al, "Modulation oflipopolysaccharide-induced tumor necrosis factor- a 
production by selective a- and fi-adrenergic drugs in mice," Journal of 
Neuroimmunology Vol. 61, pp.123-131, 1995. 

Fujimoto et al, "Denopamine as an cc IH -adrenoceptor antagonist in isolated blood 

vessels, " European Journal of Pharmacology Vol. 280, pp. 143-147, 1995. 

Girard et al, "A New Synthetic Flavonoid Protects Endothelium-Derived Relaxing 

Factor-induced Relaxation in Rabbit Arteries in Vitro: Evidence for Superoxide 

Scavenging, " Biochemical Pharmacology, Vol. 49, No. 10, pp. 1553-1539, 1995. 

Glaser et al, Bibliographic record of "Stress depresses interferon production by 

leukocytes concomitant with a decrease in natural killer cell 

activity, 'Tittp://www.hint/org.tw/cgi-bin/ovidweb/ovidweb.cgi. 

Haddjeri et al, "Modulation of the Firing Activity of Rat Serotonin and 

Noradrenaline Neurons by (±) Pindolol, " Biological Psychiatry, 45, pp. 1 163-1 169, 

1999. 

Hasko et al, "Differential effect of selective block of a 2 -adrenoreceptors on plasma 
levels of tumour necrosis factor- a, interleukin-6 and corticosterone induced by 
bacterial lipopolysaccharide in mice, " Journal of Endocrinology Vol.144, pp.457- 
462, 1995. 

Hatanaka et al, "Biochemical Profile of YM992, a Novel Selective Serotonin 
ReuptalceInhibitorwith5-HT 2A ReceptorAntagonisticActivity,"Nevxoph 
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Vol. 35, No. 11, pp.1621-1626, 1996. 

18. Helmeste et al, "Inhibitation of Platelet Serotonin Uptake by Cytochrome P450 
Inhibitors Miconazole and Econazole, " Life Sciences Vol. 62, No. 24, pp. 2203- 
2208, 1998. 

19. Hirata et al, "Effects of endothelin receptor antagonists on endothelin-1 and 
inducible nitric oxide synthase genes in a rat endotoxic shock model, " Clinical 
Science, pp.332-335, 2002. 

20. Huang etal, "Inhibitory effect of DCDC on lipopolysaccharide-induced nitricoxide 
synthesis in RAW 264. 7 cells, " Life Sciences Vol. 68, pp. 2435-2447, 2001 . 

21. Huang et al, "Ferulidiol : A Vasodilatory and Antioxidant Adrenoceptor and 
Calcium Entry Blocker, with Ancillary /3 r Agonist Activity, " Drug Development 
Research 47:77-89 (1999). 

22. Huang et al., "A New Aspect of View in Synthesizing New Type ^-adrenoceptor 
Blockers with Ancillary Antioxidant Activities, " Bioorganic & Medicinal Chemistry 
Vol. 9, pp. 1739-1746, 2001. 

23. Ko et al., "/3-Blocker Therapy and Symptoms of Depression, Fatigue, and Sexual 
Dysfunction, " JAMA Vol. 288, No. 3, pp.351-357, 17 July 2002. 

24. Koyama, "Participation of central a-receptors on hemodynamic response to E. Coil 
endotoxin, " American Journal Physiology Vol. 247, pp.R655-R662, 1984. 

25. Krege et al., "Affinity of trazodone for human penile a r and ^-adrenoceptors, " 
BJU International Vol. 85, pp.959-961 , 2000. 
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26. Kubo et al. , "Cardiovascular effects in rats of alpha l and alpha 2 adrenergic agen 
injected into the nucleus tractus solitarii, " Naunyun-Schmiedeberg's Archives of 
Pharmacology Vol. 335,pp.274-277, 1987. 

27. Linetal., "Systemic Administration oj Lipopoly saccharide Induces Release oj "Nitric 
Oxide and Glutamate and c-fos Expression in the Nucleus Tractus Solitarii of Rats, " 
Hypertension 33:1218-1224, 1999. 

28. Llado et ah, "The a 2 -adrenoceptor antagonist idazoxan is an agonist at 5-HT, A 
autoreceptors modulating serotonin synthesis in the rat brain in vivo ", Neuroscience 
Letters Vol. 218, pp.1 1 1-1 14, 1996. 

29. Loegeringera/., "The Antioxidant, U74389, Ameliorates the Depression of Vascular 
Reactivity Caused by Lipopolysaccharide", Life Sciences, Vol. 57, No. 20, pp. 321- 
326,1995. 

30. Maitra et al, "Alterations in Tissue Glucose Uptake During the Hyperglycemic and 
Hypoglycemic Phases of Sepsis ", Hock Vol. 13, No. 5, pp. 379-385, 2000. 

31. Molina-Holgado et al, "Endotoxin Administration Induced Differential 
Neurochemical Activation of the Rat Brain Stem Nuclei, " Brain Research Bulletin, 
Vol. 40, No. 3, pp. 151-156, 1996. 

32. Murphy et al, "Characterization ofAlpha-2 Adrenergic Receptors in the OK Cell, 
an Opossum Kidney Cell Line, " The Journal of Pharmacology and Experimental 
Therapeutics Vol. 244, No. 2, pp.571-578, 1987. 

33. Nickola et al., "Antidepressant Drug-Induced Alterations in Neuron-Localized 
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Tumor Necrosis Factor-a mRNA and a 2 -Adrenergic Receptor Sensitivity, " The 
Journal of Pharmacology and Experimental Therapeutics Vol. 297, No. 2, pp.680- 
687,2001. 

34. Owens et al, •'Neurotransmitter Receptor and Transporter Binding Profile of 
Antidepressants and Their Metabolites, " The Journal of Pharmacology and 
Experimental Therapeutics Vol. 283, No. 3, pp.1305-1322, 1997. 

35. Pitzalis etal, "Depression but not anxiety influences the autonomic control of heart 
rate after myocardial infarction, " American Heart Journal Vol. 141, No. 5,pp.765- 
771,2001. 

36. Shen et al, "Differential Effect of Chronic Antidepressant Treatments on 
Lipopolysaccharide-Induced Depressive-Like Behavioural Symptoms in the Rat, " 
Life Sciences Vol.65, No.17, pp.1773-1786, 1999. 

37. Smith et al., " Precontracts with Elevated Concentrations of Extracellular 
Potassium Enables both 5-HT IB and 5-HT 2A "Silent" Receptors in Rabbit Ear 
Artery", The Journal ofPharmacology and Experimental Therapeutic Vol. 289,No.l, 
pp.3 54-360, 1999. 

38. Spengler et al, "Stimulation of a-Adrenergic Receptor Augments the Production of 
Macrophage-Derived Tumor Necrosis Factor, " The Journal of Immunology Vol. 
145, No.5, pp.1430-1434, September 1999. 

39. Sugita et al, "Inducible nitric oxide synthase plays a role in LPS-induced 
hyperglycemia and insulin resistance, " Am J Physiol Endocrinol Metab Vol. 282, 
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pp.E-386-E394, 2002. 

40. Szabo et al, Abstract of "Invited opinion : role of nitric oxide in hemorrhagic, 
traumatic, and anaphylactic shock and thermal injury, " Shock. Vol. 2, No. 2, 
pp.145-155, August 1994. 

41. Szelenyie/tf/., "Differential involvement of sympathetic nervous system and immune 
system in the modulation ofTNF- a production by a 2 - and ^-adrenoceptors in mice, " 
Journal of Neuroimmunology Vol.103, pp.34-40, 2000. 

42. Tseng et al, "Cardiovascular Effects of Nitric Oxide in the Brain Stem Nuclei of 
Rats, " Hypertension Vol. 27, pp.36-42, 1996. 

43. Tsuchiya et al, "Antioxidant Radical-Scavenging Activity of Carotenoids and 
Retinoids Compared to a-Tocopherol, "Methods in Enzymology Vol. 213, pp.460- 
472, 1992. 

44. Ulker et al, "Endotoxin-Induced Vascular Hyporesponsiveness in Rat Aorta: In 
Vitro Effect of Aminoguanidine, " Pharmacological Research, Vol. 44, No. 1, pp.21 - 
26, 2001. 

45. Urban et al, "Involvement of ^-adrenoceptors in the cardiovascular effects of 
moxonidine, " European Journal of Pharmacology, Vol. 282 pp.19-28, 1995. 

46. Roux et al, "The effect ofketanserin on serotonin-induced vascular responses in the 
isolated per/used rat lung, " European Journal of Pharmacology Vol. 169, pp.269- 
273,1989. 

47. Nueten et al, "Vascular Effects ofKetanserin (R 41 468), A Novel Antagonist of 5- 
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HT 2 Serotonergic Receptors, " The Journal of Pharmacology and Experimental 
Therapeutics, Vol. 218, No. 1, pp.2 17-230, 1981. 

Victor et al, "Ascorbic acid modulates in vitro the function of macrophages from 
mice with endotoxic shock, " Immunopharmacology Vol. 46, pp.89- 101, 2000. 
Villalobos-Molina et al., "The 5-HT 2 receptor antagonist, pelanserin, inhibits a r 
adrenoceptor-mediated vasoconstriction in vitro," European Journal of 
Pharmacology Vol. 277, pp. 181-185, 1995. 

Lang, "Sepsis-induced insulin resistance in rats is mediated by a ^-adrenergic 
mechanism, " Am J. Physiol Vol. 263, pp.703-71 1, 1992. 

Lane et al, "Selective Serotonin Reuptake Inhibitor-Induced Serotonin Syndrome: 
Review, " Journal of Clinical Psychopharmacology Vol.17, No.3, pp.208-221, June 
1997. 

MacMillan et al., "Central Hypotensive Effects of the a 2a -Adrenergic Receptor 
Subtype, " Science Vol. 273, pp.801-803, August 1996. 

Lavicky et al., "Endotoxin Administration Stimulates Cerebral Catecholamine 
Release in Freely Moving Rats as Assessed by Microdialysis," Journal of 
Neuroscience Research Vol. 40, pp.407-413, 1995. 

Wu et al, "Ascorbate inhibits iNOS expression in endotoxin- andlFNy-stimulated 
rat skeletal muscle endothelial cells, " FEBS Letters Vol.520, pp. 122-1 26, 2002. 
Wu et al, "A Highly Selective ^-Adrenergic Blocker with Partial fi 2 -Agonist 
Activity Derived from Ferulic Acid, an Active Component o/Ligusticum wallichii 
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Franch, " Journal of Cardiovascular Pharmacology Vol. 31, pp. 750-757, 1998. 

56. WuetaL, "Axanthine-basedKMUP-1 with cyclic GMP enhancing and fC channels 
opening activities in rat aortic smooth muscle, " British Journal of Pharmacology 
Vol. 134, pp.265-274, 2001. 

57. Yeh et al, "Cardiovascular Interactions of Nonivamide, Glyceryl Nonivamide, 
Capsaicin Analogues, and Substance P Antagonist Brain Research Bulletin, 
Vol. 30, pp. 641-648, 1993. 

Discussion 

Altavilla discloses that lipopolysaccharide adminitration reduced survival rate in a rat model 
of endotoxin shock. 

Aubriot et al. and Yeun-Chih Huang et al. disclose that aryloxypropanolamines and especially 
those which are isoeugenol-based ones have anti-oxidizing activities, in addition to their 
B-adrenoceptor blocking effects 

In Dunn et al. And Koyama et al., the ability of ^-adrenoceptor blocking antidepressant 
treatment to attenuate LPS-induced-depression in rats is cited as evidence that inflammatory 
cytokines play an important role in depression 

In Cohen et al. and Owens et al., trazodone with 5-HT agonist/antagonist activity, 5-HT 
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reuptake inhibition and adrenoceptor blocking activities is taken as a reference to evaluate associated 
pharmacologic activities. 

Correa et al. and Diaz-Cabiale et al. disclose that central administration of yohimbine 
increases BP and HR. 

Curro et al. investigates the mechanism by which serotoinin causes contraction of canine 
venous smooth muscle. 

Dobrucki et al. and Tseng et al. disclose that the action of clonidine is dependent on 
activation of eNOS and the action of LPS is dependent on activation of iNOS. 

In Duan et al., intra-cistemal injections of KMST, yohimbine, and clonidine were performed 

in rats. 

Duka et al. and MacMillan et al. disclose that the a^-adrenergic subtype is located in the 
CNS and is concentrated in the cardiovascular control center of the brainstem, and oc 2B -adrenergic 
receptors are located in arterial vascular smooth muscle cells and cause peripheral vasoconstriction. 

Elenkov et al. and Hasko et al. disclose that the non-selective P-adrenoceptor blocker 
propranolol prevents the effects of ^-adrenoceptor blockade on TNF-cc plasma levels induced by 
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LPS and associated cytokine formation in mice. 

Fujimoto et al. discloses that a 2B -adrenoceptor agonist activity of clonidine in thoracic aorta 
produces contractile activity. 

* ■ 

Girard et al. and Ulker et al. disclose that iNOS inhibitors and antioxidants reduce 

— • 

LPS-induced vascular hyporesponsiveness. 

Glaser et al. and Spengler et al. disclose that both noradrenaline and cc 2 -adrenergic agonists 
augment LPS-induced TNF production, and that this augmentation was prevented by the 
cc 2 -adrenergic antagonist yohimbine. 

Haddjeri et al. discloses that some 13-adrenoceptor blockers, such as pindolol, have been 
found to have nanomolar binding affinities for 5-HT 1A receptors and have prevented some 5-HT 1A 
receptor-mediated responses. 

Hasko et al. and Hirata et al. disclose that ^-adrenoceptor blockers may provide some 
protection in rats againstbacterial lipopolysaccharide (LPS)-induced hyperglycemia, rumor necrosis 
factor-a (TNF-a), interleukin-6 (IL-6), corticosteroid release, and mortality. 

Hatanaka et al. and Helmeste et al. disclose the method for measuring inhibition of 5-HT 
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reuptake. 

Yu-ChenHuangetal. discloses theinhibitory effect ofDCDConlipopolysaccharide-induced 
nitric oxide synthesis in RAW 264.7 cells. 

Ko et al. and Pitzalis et al. disclose that B-adrenergic blocking agents with serotonergic 
properties have proved beneficial to depressed patients, notably those with myocardial infarction and 
congestive heart failure. 

Krege et al. discloses that trazodone has higher affinity for human a .-adrenoceptors than for 
^-adrenoceptors, but did not discriminate between subtypes of human a r , ^-adrenoceptors. 

Kubo et al. discloses that injection of the selective a 2 antagonist yohimbine into the NTS 
produces hypertension and tachycardia. 

Lin et al. discloses that intravenous LPS produces a biphasic reduction in BP in anesthetized 



rats. 



as 



Lladoetal.disclosesthatsomeselectiveorsubtype-selectivea 2 -adrenoaceptorblockerssuch 
yohimbine, rauwolscine, and phentolamine possess affinity for 5-HT, A receptors in the rat brain. 
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Loegering et al. discloses that antioxidants can ameliorate depression of vascular reactivity 
caused by LPS. 

Maitra et al. discloses that hypoglycemia in severe septic conditions occurs because the rate 
of glucose use exceeds the rate of production. 

Molina-Holgado et al. and Lavicky disclose that stimulation by increased plasma 
catecholamines during early sepsis may cause sympathetic activation of the CVS. 

Murphy et al. discloses three subtypes of ^-adrenoceptors, designated as a 2A , a 2B and a 2C . 

Nickola et al. discloses that a reciprocally permissive interaction occurs between TNF-a and 
a-adrenoceptor activation and that changes in pre-synaptic adrenergic sensitivity, as well as in 
neuronal sensitivity to TNF-a have been implicated in the action of anti-depressant drugs. 

Shen et al. discloses that lipopolysaccharide (LPS)-induced inflammatory cytokines, 
including tumor necrosis factor-a (TNF-a), interleukin-1 (IL-1) and interferon (IFN) can be 
regulated by blocking a 2 -adrenergic receptors, which are involved in the balance between 
noradrenergic and serotonergic systems in central neurons. 

Smith et al. suggests that both 5-HT 2A and 5-HT 1B receptors are involved in vascular 
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contraction. 

Sugita et al. discloses that aminoguanidine inhibits LPS-induced hyperglycemia by 
decreasing glycogenolysis and gluconeogenesis. 

Szabo et al. discloses that many pathobiochemical alterations occur in endotoxic shock: a 
dramatic increase in eicosanoid and platelet activation factor production, cytokine release (in 
particular IL and TNF-a, activation of the L-arginine-nitric oxide (NO) pathway, formation of 
oxygen-centered free radicals and activation of the plasmatic coagulation cascade, fibrinolysis and 
complement pathway. 

Szelenyi et al. discloses that in vivo, a r and ^-adrenoceptors on macrophages can be 
activated by the endogenous ligand noradrenaline, released from noradrenergic varicosities and by 
adrenergic drugs. 

Tsuchiya et al. discloses the method for determining the scavenging ability of the test 
compounds on aqueous peroxyl radicals. 

Urban et al. discloses that clonidine-like drags owe part of their bradycardic effect to 
activation of peripheral cardiac pre-synaptic a2-autoreceptors. 
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Roux et al. discloses that 5-HT 2A receptors mediate the contractile response ofblood vessels. 

Neuten et al. discloses that ketanserin is apotent antagonist of the vasoconstrictor effects of 
5 -hydroxytryptamine. 

Victor etal. discloses that ascorbic acid affects macrophage activity in mice during endotoxic 
shock and that the toxic effects of oxygen radicals produced by immune cells can be controlled to 
certain degree by endogenous anti-oxidants. 

Villalobos-Molina discloses that noradrenaline neurons modulate the activity of the 
5-HT(serotonin, 5-Hydroxytryptamine) system and that several lines of evidence support the theory 
that the 5-HT system influences brain noradrenaline neurons. 

Lang discloses that, under septic conditions, non-selective (3-adrenoceptor blocker 
propranolol prevents an increase in glucose production. 

Lane et al. discloses that microinjection of fluoxetine into the NTS increases BP and HR. 
Wu et al. (2001) disclose a method of an isolation of thoracic aorta. 



-15- 



( 



r 



PATENT 
P56902 



Wu et al. (2002) discloses that reactive oxygen species, superoxides in particular, have been 
implicated in the potentiation of iNOS induction in cells. 

Yeh discloses that rats are anaesthetized with pentobarbital sodium and mounted in a 
David-Kopf stereotaxic instrument for intra-cisternal injections. 

The citation of the foregoing references is not intended to constitute an assertion that other 
or more relevant art does not exist. Accordingly, the Examiner is requested to make a wide-ranging 
and thorough search of the relevant art. 

No fee is incurred by this Statement. 



1522 "K w Street, N.W., Suite 300 
Washington, D.C. 20005 
Area Code: 202-408-9040 

Folio: P56902 

Date: 21 August 2003 

I.D.: REB/JHP/rfc 



Respectfully submitted, 




Robert E. Bushnell 
Reg. No.: 27,774 
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